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CHLOROMYCETIN AND APLASTIC ANEMIA 





The occurrence of severe and sometimes fatal bone-marrow depression asso- 
ciated with the use of chloramphenicol (Chloromycetin - Parke, Davis) has been 
noted since 1950. Despite warnings of the need for greater caution and more rig- 
id limitation in the use of the drug, the past few years have seen a marked increase 
both in the use of the drug and in the number of cases of aplastic anemia associated 
with its use. (See The Medical Letter, i: 21, 1959; and also i: 58, 1959 for a dis- 
cussion of the special risk in the use of chloramphenicol in newborn infants. ) 





New emphasis on the hazard of chloramphenicol therapy now appears in an 
editorial (JAMA, 174:1853, Dec. 3, 1960) by Dr. William Dameshek, eminent 
hematologist, who reports that of 30 patients with aplastic anemia he had seen in 
the past three years, eight had received significant amounts of chloramphenicol, 
most of them for minor infections. "The tragic thing about all these seriously ill 
cases, most of whom died," he writes, 'is that the drug need never have been given." 








HAZARD IN SMALL DOSES - A comprehensive review of acquired aplastic 
anemia by J. L. Scott, G. E. Cartwright and M. M. Wintrobe (Medicine, 38:119, 
May 1959) pointed out that severe bone-marrow depression is most common fol- 
lowing prolonged use of chloramphenicol or after interrupted therapy over long 
periods. But it was also noted that fatal aplastic anemia had occurred after only 
two days of chloramphenicol administration and following a total dose of as little 
as 1 Gm., indicating the risk of bone-marrow depression even with conventional 
doses of chloramphenicol in short courses. 





Dr. Dameshek believes that chloramphenicol is the most important single 
agent responsible for acquired aplastic anemia, and that the effects on the bone 
marrow can be the result either of a toxic action or of a hypersensitivity reac- 
tion. Consequently, he urges that its use should be "restricted to impelling cir- 
cumstances; i.e., for conditions in which no other antibiotic is currently effective." 








INDICATIONS - There appear to be only a few impelling circumstances in 
which chloramphenicol is the antibiotic of first choice, despite its risk. The two 
leading indications are typhoid fever and Hemophilus influenza meningitis (for 
which chloramphenicol is usually combined with a sulfonamide). In coliform peri- 
tonitis and Klebsiella pneumonia it may also be a drug of first choice. Seldom 
are there other circumstances where some antibiotic other than chloramphenicol 
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cannot be used with equally good prospect. Present evidence makes it doubtful 
that chloramphenicol or any other antibacterial agent is effective against Salmon- 
ella infections other than typhoid (C. S. Keefer, Antibiotics Annual, 1958-1959, 
p- 32), or that any of them can cure the Salmonella carrier state. 





Current promotion of chloramphenicol emphasizes its value in resistant - 
staphylococcus infections. Although several reports support the manufacturer's 
claim that there is "virtually no decrease in staphylococcal sensitivity over an 
8-year span ...,'' two reports by Dr. S. Schneierson (J. Mt. Sinai Hosp., 25:52, 
1958; N. Y. State J. Med., 60: 3426, Nov. 1, 1960) show a continuing increase 
over a ten-year period, in one large medical center, in the number of strains of 
Staphylococcus aureus resistant to chloramphenicol (95 per cent of strains were 
susceptible in the 1949-1951 period; 75 per cent were susceptible in 1956-1957; 
and 59 per cent in 1959). Other investigators (M. Finland, et al., A.M.A. Arch. 
Int. Med., 105: 383, 1960) have also encountered chloramphenicol-resistant staph- 
ylococcus strains in an institution where none were found in 1955. 














When sensitivity tests indicate equal susceptibility of resistant staphylococci 
to chloramphenicol and to novobiocin or erythromycin, the last two should gen- 
erally be given preference because they are safer. Vancomycin (Vancocin - 
Lilly) and sodium dimethoxypheny]! penicillin (Staphcillin - Bristol) are the par- 
enteral antibiotics of choice for severe resistant staphylococcal infections. Ris- 
tocetin, bacitracin, neomycin and kanamycin are also effective against many re- 
sistant strains, but like chloramphenicol, -all have serious toxic potential. 


Chloramphenicol is a valuable antibiotic when used with proper indications. 
Even though serious reactions are infrequent, there is little point in risking its 
toxic and sensitizing potential in the treatment of upper-respiratory infections 
or in infections for which equally effective and safer antibiotics are available. 


ANTIBIOTIC PROPHYLAXIS OF CHRONIC BRONCHITIS 





Physicians in Great Britain, and to a lesser extent in the United States and 
other countries, have become acutely aware in recent years of the toll exacted 
by severe chronic bronchitis. Of the many causal factors in chronic bronchitis, 
viral and bacterial respiratory infections and atmospheric pollution are undoubt- 
edly the most important. Since each acute exacerbation may increase the amount 
of permanent damage to the lungs, there is a compelling need for public and indi- 
vidual measures that will prevent, abort or shorten the duration of attacks. 


Antibiotic prophylaxis against bacterial infection is the only practical meas- 
ure that offers any promise with most patients. Antibiotics can be administered 
at the first sign of an acute exacerbation, or they can be given continuously 
throughout the year, or at least through the winter months. Long-term treat- 
ment of this sort rules out injections for most patients, and aerosol treatment 
with penicillin and streptomycin has proved relatively ineffective (K- Knox, etal., 
Lancet, 1:120, 1955). In most cases, therefore, the physician must rely on the 
use of oral drugs active against the organisms commonly encountered in chronic 


bronchitis. 
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ANTIBIOTICS USED - The most important of the bacteria responsible for 
attacks of bronchitis are Staphylococcus aureus, Pneumococcus, Hemophilus 
influenzae, and Klebsiella pneumoniae. Most studies of bronchitis prophylaxis 
(and therapy) have employed an oral tetracycline or penicillin to combat these 
organisms. Erythromycin appeared to be less effective than a tetracycline in 
one investigation of chronic bronchitis (E. N. Moyes and S. Z. Kalinowski, 
Tubercle, 40:112, 1959), and it is in any event best reserved for trial in peni- 
cillin-resistant staphylococcal infections. Information about the effectiveness 

of sulfonamides is scanty; in one double-blind study (G. Edwards, et al., Brit- 
ish Med. J., 2:259, 1957), a sulfonamide proved inferior to a tetracycline. The 
usefulness of a tetracycline in the control of long-standing bronchial infection 
had been suggested by studies dating from 1953 onwards, and a number of care- 
fully designed double-blind trials have indicated its ability to reduce the fre- 
quency or severity of attacks in some patients. 








PENICILLIN VERSUS TETRACYCLINE - Penicillin has been used in a num- 
ber of studies. One trial by the British Tuberculosis Association (R- S. Francis 
and C. C. Spicer, British Med. J., 1:297, 1960) compared the effectiveness of 
continuous administration of 625-mg. daily doses of oral penicillin V and 0.5-Gm. 
daily doses of a tetracycline in chronic bronchitis. Both drugs reduced about 
equally the number of days lost from work; the dose of tetracycline was, however, 
too small to inhibit more than an occasional strain of H. influenzae; the authors 
of the report speculate that the drugs were equally effective because only pneumo- 
coccal exacerbations were being inhibited. The various studies with penicillins 
indicate, in general, that they are less effective than the tetracyclines. 








Tetracycline doses of less than one gram daily appear to be relatively inef- 
fective, with one gram the recommended daily dose for continuous prophylaxis 
and one to two grams the daily dose for acute exacerbations. (Comparable doses 
for demethylchlortetracycline [Declomycin - Lederle] are 0.6 and 1.2 Gm.) 
Tetracycline side effects in the various trials have been clearly related to dosage. 
Doses of one gram daily seldom cause diarrhea or superinfections; large doses 
are more likely to give trouble, and some patients have had to stop treatment be- 
cause of these side effects. 


PREFERRED REGIMEN - In general, the benefits of antibiotic prophylaxis 
have been variable but significant, particularly in ambulatory patients, away 
from a hospital environment with its greater risk of resistant-staphylococcus in- 
fections. In only one trial (E. N. Moyes and S. Z. Kalinowski, cited above) was 
continuous administration of tetracycline compared with its use only at the onset 
of exacerbations; patients under continuous treatment had slightly fewer exacerba- 
tions. Nevertheless, on the basis of all available evidence, though it is admit- 
tedly inconclusive, Medical Letter consultants believe that intermittent prophy- 
laxis, that is, administration of an antibiotic at the beginning of a cold or other 
upper-respiratory infection, is likely to be just as effective as continuous prophy- 
laxis for most patients. Prophylactic use of antibiotics - continuous or intermit- 
tent - should be limited to patients whose sputum is always purulent or who have 
frequent or severe exacerbations resulting in appreciable disability. If the spu- 
tum remains purulent, treatment should be stopped or the antibiotic changed, pre- 
ferably on the basis of sensitivity tests of bacteria cultured from sputum. 
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Declomycin in a dose of 0.6 Gm. daily or one of the other tetracyclines ina 
dose of 1 Gm. daily is recommended for continuous prophylaxis. For intermit- 
tent prophylaxis, larger doses, taken for about 10 days, may be required. Since 
penicillin is less expensive than the tetracyclines and is effective against some 


bacteria associated with chronic bronchitis, it may be advisable to try it first, ————— 
changing to a tetracycline if penicillin proves ineffective. The recommended dos- = 
age of penicillin G tablets is 1 to 1.5 million units daily for intermittent prophy- Vol. 


laxis and 800,000 units daily for continuous prophylaxis. When the predominant 
pathogen is found to be a resistant Staphylococcus aureus, erythromycin or novo- 
biocin should be tried. The cost of 1 million units of penicillin G is about 30¢ to 
50¢, the higher figure for the name brands. The equivalent dosage of tetracycline 
(0.6 Gm. of Declomycin or 1 Gm. of other tetracyclines) would cost $2 to $2.50. 





DORNWAL 





Amphenidone (Dornwal - Maltbie), 1-m-aminophenyl-2-pyridone, is offered 
for the treatment of anxiety, psychoneuroses, tension headache, menopausal syn- 
drome, alcoholism, premenstrual tension, and behavior problems in children. 

It is claimed that patients treated with Dornwal "remain alert without undue stim- 
ulation," and that the drug does not produce depression or depersonalization. 
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BASIS OF CLAIMS - The claims are based on a number of clinical trials of 
Dornwal in patients with psychotic, psychosomatic, and neurotic disorders. One 
study was described by its author as "double blind," but the only agent tested was 
Dornwal; neither a placebo nor another active drug was used (T. A. Lamphier, 
Conn. Med., 24:485, 1960). In this study Dornwal was found to be 100 per cent 
effective! It relieved anxiety in every one of 101 patients both before and after 
major surgery, the results ranging from "'very good" to "most excellent."" In 
another study (A. L. Cantelmo, Current Ther. Res., 2:72, 1960) Dornwal's ef- 
fects were indistinguishable from those of hydroxyzine ‘(Atarax and Vistaril - 
Pfizer) and of meprobamate. In a study with emotionally disturbed children, Dorn- 
wal was judged superior to phenobarbital, reserpine, chlorpromazine, and me- 
probamate (H. K- Litchfield, Arch. Pediat., 77:133, 1960). In none of these 
studies were the results validated by adequate controls. 














The manufacturer offers one truly double-blind controlled study to support 
its claims. In this study, Dornwal (in three different dosages), meprobamate, 
and placebo, each given for two weeks, were all (including the placebo) about 
equally effective in controlling anxiety, tension, and nervousness in a series of 
50 patients (L. J. Cass, et al., Am. Pract. & Digest of Treat., 11:285, 1960). 
The authors then redesigned the study and gave coded preparations t to 14 patients 
for one day, with a period of 5 days between drugs; both Dornwal and meproba- 
mate were then found superior to placebo (but indistinguishable from each other). 





The reported incidence of side effects with Dornwal is virtually nil, but the 
absence of side effects is of little significance in view of the small number and 
the nature of the clinical studies. If Dornwal is an effective agent in tension o 
states and behavior problems, it is unfortunate that no reports based on care- 
fully controlled studies have yet appeared to justify its use. 
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